
Medicaid Executive Summary for ImmediateRelease (IR) Requip for Parkinson’s Disease

• IR Requip is a selective nonergoline dopamine D2/D3 agonist indicated for the treatment of the signs and symptoms of idiopathic
Parkinson’s disease (PD).(1)

BACKGROUND:
• Longterm treatment of PD with Ldopa can be associated with the development of severe and sometimes debilitating adverse events that

may limit its usefulness, including motor fluctuations and dyskinesias.(2,3) (4)

• Delaying the initiation of and/or decreasing the total exposure to Ldopa, may reduce the risk of motor fluctuations and dyskinesias. Early
use of dopamine agonists has been suggested because as monotherapy they provide symptomatic relief and a low risk of dyskinesias in PD
patients compared to Ldopa. (5) (6)

• The 2001 Treatment Guidelines for Parkinson’s Disease recommend dopamine agonists as 1st line initial monotherapy for newly diagnosed
PD patients, as well as adjunctive therapy to Ldopa for appropriate PD patients. (7) In addition, the 2006 AAN practice parameters support
the use of dopamine agonists as initial monotherapy in treating PD symptoms and lessening motor complications. (8)

EFFICACY:
IR Requip use in PD as initial monotherapy:
Can significantly reduce the risk of dyskinesia vs. Ldopa.
• A 5year study in early PD patients found significantly fewer patients treated with IR Requip (n =177) experienced dyskinesia compared

with those treated with Ldopa (n =88) (20% vs. 45%). (9) The incidence of dyskinesia in patients on monotherapy with IR Requip (before
Ldopa supplementation) was 5% compared to 36% of patients on Ldopa. A naturalistic extension of the 5year study indicated initial
monotherapy treatment with IR Requip was associated with a reduced incidence of dyskinesias for up to 10 years vs. Ldopa.(10)

• The risk of developing dyskinesia in patients receiving IR Requip (with or without Ldopa supplementation) was nearly three times less
than that for patients receiving Ldopa. (9) Mildly disabling or worsened dyskinesia was reported in significantly fewer patients receiving
IR Requip as compared to Ldopa (8% vs. 23%).

Provides symptom control in activities of daily living (ADLs) comparable to Ldopa.
• Monotherapy with IR Requip maintained ADLs comparable to Ldopa for 5 years. (9)

• At 5 years, the mean dose in patients receiving IR Requip, was 16.5 ± 6.6 mg/day and 34% required no supplemental Ldopa; the incidence
of treatmentemergent adverse events was similar between groups (97%, IR Requip and 96%, Ldopa). (9)

IR Requip use in PD as adjunctive therapy:
Spares Ldopa dose and reduces incidence of Ldopa associated motor fluctuations (“off” time).
• In a 6month, placebocontrolled trial in patients with advanced disease receiving concomitant Ldopa, a significantly greater percentage

of patients treated with IR Requip (n =95) were able to achieve a 20% reduction in Ldopa dose and a 20% reduction in awake time spent
"off" compared with placebo (n =54) (35% vs. 13%). (11) The mean daily dose at study endpoint was 19.1 mg ± 6 mg in patients receiving
IR Requip. Ldopa dose was reduced 31% (242 mg/day) in patients receiving IR Requip vs. 6% for placebo patients (51 mg/day).

Improves Clinical Global Impressions (CGI) scores .
• In a 6month placebocontrolled trial, CGI Improvement scores improved in 58.5% of patients receiving IR Requip vs. 32% with

placebo. (11)

DOSING:
• IR Requip is a progressive therapy for a progressive disease: IR Requip can be titrated for treating PD from 0.75 mg/day up to a maximum

of 24 mg/day to meet changing patient needs. IR Requip has been shown to provide efficacy across the full dosing range.
• In pooled clinical trials with IR Requip, 75% of responders achieved an initial response at doses up to 9 mg/day. (12)

• IR Requip tablets are colorcoded to clearly identify dosage strength and the tablets are pentagonshaped with beveled edges for ease of
handling, an advantage to PD patients whose tremor may make it hard to handle medication.

SAFETY:
• At 5 years, the incidence of treatmentemergent adverse events was similar between groups (97%, IR Requip and 96%, Ldopa). (9) The

most common adverse events in patients receiving IR Requip compared with Ldopa were nausea (49% vs. 49%), somnolence (27% vs.
19%) and insomnia (25% vs. 24%). Although there was a higher incidence of hallucinations with IR Requip (17%) compared to Ldopa
(6%), they were mild and easily managed in most patients; leading to withdrawal in 4% and 2% of patients, respectively.

• IR Requip has been associated with sedating effects, including somnolence, and the possibility of falling asleep while engaged in
activities of daily living, including operation of a motor vehicle. IR Requip should be discontinued if these events occur; it is unknown
if dose reduction will eliminate episodes of somnolence. Prescribers should reassess patients for somnolence throughout treatment.

• Syncope or symptomatic hypotension may occur, particularly during initial treatment or dose titration. Patients should be cautioned
against rising rapidly after sitting or lying down. Because of possible additive effects, caution should be exercised with patients who have
sleep disorders or are taking sedating medications, alcohol, CNS depressants, or medications that increase ropinirole plasma levels.

• Patients and caregivers should be informed that impulse control symptoms, including compulsive behaviors such as pathological gambling
and hypersexuality, have been reported in patients treated with dopaminergic agents, including IR Requip. These behaviors were reported
principally in PD patients treated with dopaminergic agents, especially at higher doses.

• Hallucinations may occur at any time during treatment. IR Requip may potentiate the dopaminergic side effects of Ldopa and may
cause and/or exacerbate preexisting dyskinesias.
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